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dosed using an osmotic mini-pump for 66 days with vehi- 
cle (n=13) or with doxycycline at doses of 0.6 (n=8) and 3.0 
mg/kg/day (n=9). Fat-suppressed 3D gradient-echo MRI of the 
left knee was acquired under anaesthesia pre- and post-dosing 
at 4.7T (Varian, TR=75ms, TE=2.7ms, flip angle=30 °, matrix 
512 × 192 ×96). Change in MTP cartilage volume was determined 
using manual segmentation by a single observer blinded to dose. 
At study termination, MTP cartilage was removed from both 
knees of each animal and frozen at -80°C. MMP activity was 
extracted from the cartilage, (using 0.5M NaCI, 25mM Tris-HCI, 
pH7.5) and proteolytic activity determined with and without APMA 
activation using fluorescent peptide substrate kits (R&D Sys- 
tems). 
Results: The vehicle group animals lost 20.1 4- 2.4% (mean 4- 
sem) of their MTP cartilage volume. The doxycycline (0.6mg/kg/ 
day) group lost 7.5 4- 5.3% (P < 0.05, two-sided t-test) whilst the 
3.0mg/kg/day group lost 11.7 4- 1.4%, (P < 0.02). Endogenous 
levels of active MMPs were below limits of detection. However, 
doxycycline treatment otally ablated APMA activated MMP13 
and MMP8 levels, reduced MMP9 levels by 65%, but had mini- 
mal effect on MMP1 (17% reduction). 
Conclusions: Exposure of guinea pigs at risk of developing OA- 
like cartilage lesions, to doxycycline, resulted in ~50% ameliora- 
tion of MTP cartilage volume loss as compared to vehicle con- 
trols. Protection from cartilage volume loss was associated with 
a complete reduction in MMP13 and MMP8, and a partial reduc- 
tion in MMP9 activity. Since MMP inhibitors are known to be ef- 
fective in this animal model the data supports that doxycycline 
exerts its affect though diminishing of MMP activity. However, the 
disconnect between complete reduction in MMP 13 and 8 activ- 
ity, and partial MTP cartilage loss suggests that additional bio- 
logical/mechanical mechanisms are important in this model. The 
protective ffect of doxycycline on MTP cartilage at risk for lesion 
generation correlates with the clinical data on reduction of joint 
space narrowing in the index knee and strengthens the hypoth- 
esis that MRI may be useful in the clinic for assessing cartilage 
destruction. 
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Objective: For clinical studies, the current golden standard for 
monitoring cartilage thinning during osteoarthritis (OA) is x-ray 
joint gap measurement. We introduce an alternative method for 
automatic quantification of the thickness of articular cartilage 
from magnetic resonance imaging (MRI) of knees. In this study, 
the method is evaluated for inter-scan reproducibility and for abil- 
ity to separate healthy knees from knees with OA. 
Materials and Methods: We studied 114 knee MRI of which 51 
were from healthy knees and 63 from knees showing OA (a score 
of 1 or higher on the Kellgren and Lawrence (KL) index deter- 
mined from x-rays) of which 28 are KL=I. The subjects were 22- 
79 years old with 59% females. Both left and right knees were 
used. The scans were acquired from an Esaote C-Span low-field 
0.18 T scanner performing a Turbo 3D T1 sequence with an aver- 
age sagittal slice thickness of 0.81 mm. We focus on the medial 
compartment of the tibial cartilage. 
An automatic omputer method was designed that performs the 
thickness quantification in two steps. First, the cartilage is seg- 
mented using voxel classification based on supervised learning. 
Secondly, a shape model is fitted to the binary segmentation from 
the first step. Both steps are trained on a set of 25 scans not in- 
cluded in the evaluation set. From the shape model, a thickness 
map is extracted and the mean thickness is computed (which we 
just denote thickness). The computational method is entirely au- 
tomatic. 
Results: We evaluated inter-scan reproducibility of the method 
from 31 scans repeated a week after the first scan. The corre- 
lation coefficient between measurements performed on first and 
second scan is 0.76 (p < 0.0001) (Fig. 1). We also evaluated 
whether the thickness quantification allows separation of OA and 
healthy knees. When normalizing the thickness quantification by 
the width of the tibial plateau, the healthy knees are significantly 
thicker than OA knees - as determined by a t-test giving a p-value 
of 0.0095 (Fig. 2). 
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Conclusion: We demonstrate an automatic method for knee car- 
tilage thickness quantification from MRI. The evaluation shows 
that the quantification is highly reproducible and that the thick- 
ness measure can separate OA from healthy knees. Thereby the 
method may be suitable for monitoring the effects of potential OA 
treatments with respect to preventing cartilage thinning during 
clinical studies. 
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A non-invasive technique, delayed Gadolinium Enhanched Mag- 
netic Resonance Imaging of Cartilage (dGEMRIC), enables us 
